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APPENDIX 7.2.1.7

STUDY 89305:

PRINCIPAL INVESTIGATORS

A. H. Mahmood, M.D.
Al-Bachari, M.D. (1)

Investigator(s) (Center #) Location

Upton, U.K.

Gilbert Andrews, M.D. (2)

Surrey, U.K.

Joseph M. A. Ansari, M.D.

(3) Merseyside, U.K.

John A. D'Souza, M.D. (6)

Blackpool, U.K.

Jasbir Singh, M.D.- (7)

Calow Chesterfield, U.K.

R. H. Mahmood, M.D. (9)

Wirral, U.K.

Halley Mathew, M.D. (10)

Dewsbury W. Yorks, U.K.

Yvonne I. Michael, M.D. (11)

Dettering, U.K.

Dennis H. Morgan, M.D. (13)

King's Lynn, U.K.

Achmau Perez, M.D. (15)

Duston Northampton, U.K.

K. Sundararajan, M.D. (18)

Halifax, U.K.

Basic Paul Maragakis, M.D.

(20) Wigan, U.K.

Nas Choudry, M.D. (21)

Poole, U.K. — e -

Michael Ford, M.D. (22)

Dorchester, U.K.

Rotherham;, U.K.

Kelly, M.D. (23)
Mutela, M.D. (24)

London, U.K.

K. _.Balasubramaniam, M.D.

(25) Bedford, U.K.

T. Venkateswarlu, M.D. (26)

St. Leonards-on-Sea, U.K.

B.S. Weerakoon, M.D. (27)

Ormskirk, U.K.

A. G. Patel, M.D. (28)

Herts, U.K.
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B8TUDY 89305: DEMOGRAPHIC CHARACTERISTICS
Treatment N Age (years) Sex [N(%)]
Groups L
Median Range Male Female
CIT 20mg 48 45 19 (40%) 29 (60%)
CIT 40mg 57 40 21(37%) 36(63%)
CIT/PLAC 42 47 11(26%) 31(74%)

STUDY 89305: COMPLETERS by VISIT
Treatment ITT Completers [N(%)]

Groups
Wk 4 Wk 8 I Wk 12 I Wk 16 I Wk 20 IWk 24
CIT 20mg 48 45 39 37 33 30 26

(94%) | (81%) | (77%) | (69%) | (63%) | (54%)

CIT 40mg 57 55 46 44 43 37 36
(96%) | (81%) | (77%) | (75%) | (65%) | (63%)
CIT/PLAC 42 40 31 29 26 22 19

(95%) (74%) (69%) (62%) (52%2 (45%)

P

STUDY 89305: CUMULATIVE NUMBER(%) of PATIENTS WHO RELAPSED*

ITT | Wk 4 Wk 8 | Wk 12 | Wk 16 | Wk 20 | wk 24

CIT 20mg | 48 0 1 3 3 4 4
(0%) (2%) (6%) (6%) (8%) (8%)

CIT 40mg | 57 2 3 5 6 7 7
(4%) (5%) (9%) | (11%) | (12%) | (12%)

PLAC 42 1 7 9 11 13 13
(2%) (17%) (21%) | (26%) | (31%) | ¢319)

* Denominators = ITT.
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Appendix 8.1.5.3.1

—  — —— ——
Treatment-Emergent Adverse Events Occurring in > 2% within any of
the Citalopram Dose Groups in Study 91206 (Total N=650)

Placebo 10 mg 20 mg 40 mg 60 mg

(N=129) (N=131) (N=130) {N=131) (N=129)
Body as a Whole
Fatigue 5% 3% 4% 8% 16%
Back pain 5% 5% 4% 5% 5%
Fever . PR - 1%-- 5% 5% 4% 2%
Chest pain 1% 1% 4% 2% 2%
Hot flushes 1% 2% 2% 1% 2%
Asthenia 0% 1% 1% 0% 4%
Flu-like symptoms 2% 1% 1% 2% 1%
Malaise 0% 2% 2% 0% 0%
Pain 1% 2% 0% 2% 2%
Rigors 2% 0% 2% 1% 1%
Trauma-non-pathological 1% 2% 3% 1% 2%
Gastrointestinal System -
Nausea 11% 19% 28% 23% 22%
Mouth Dry 6% 15% 18% - 13% 18%
Diarrhea 11% 13% 11% 16% 16%
Dyspepsia 9% 8% 8% 8% 9%
Constipation 5% 4% 9% 4% 8%
Abdominal pain 3% 7% 9% 2% 2%
Flatulence 3% 5% 4% 2% 3%
Vomiting 3% 1% 5% 2% 5%
Dysphagia 0% 0% 0% 2% 2%
Tooth disorder 1% 1% 0% 0% 2%
Cardiovascular System
Bradycardia 0% 2% 2% 2% 0%
Palpitations 2% 2% 4% 2% 2%
Psychiatric Disorders
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"Insomnia 11% 13% 15% 21% 24%
"Somnolence 4% 9% 13% 22% 19%
"Anorexia 2% 6% 8% 5% 9%
"Nervousness 5% 5% 5% 3% 5%
IAnxiety 4% 2% 6% 5% 2%
Libido decreased 1% 2% 3% 6% 5%
Yawning 0% 2% 2% 5% 7%
Agitation 2% 0% 2% 2% 5%
E Dr_ea.ming abnormal o 5% 1% 2% 2% 1%
Concentration impaired 1% 1% 2% 3% 1%
Confusion 1% 2% 2% 2% 2%
Paroniria 1% 1% 3% 1% 0%
Appetite increased 0% 2% 0% 1% 1%
Depression 0% 1% 0% 1% 2%
Central and Peripheral Nervous System

Headache 33% 35% 36% 40% 23%
Dizziness 5% 5% 11% 10% 9%
Tremor 0% 2% 5% I~ 6% 5%
Paresthesia 2% 4% 2% 1% 3%
Hypertonia 0% 0% 2% 2% 2%
Hypoesthesia 4% 2% 6% 5% 2%
Cramps legs 0% 1% 1% T 2% 0%
Speech disorder 0% 2% 0% 2% 0%
Muscle contractions 0% 0% 1% 2% 1%
involuntary

Hyperkinesia 0% 0% 0% 2% 0%
Respiratory System

Upper respir. infection 10% 11% 8% 11% 9%
Rhinitis 9% 9% 6% 8% 12%
Pharyngitis 6% 8% 5% 8% 5%
Sinusitis 1% 7% 3% 8% 2%
Coughing 2% 4% 3% 2% 3%
Bronchitis 1% 2% 0% 0% 1%

REST POSSIBLE COPY



[oyspnea 0% 0% 1% 2% 15 |
"Bronchospasm 0% 2% 0% 1% 0% "
HWhite cell and RES Disorders "
Lymphadenopathy 2% 0% 0% 2% 0% "
Platelet, Bleeding, and cloiting Disorders I
Epistaxis 1% 0% 1% 2% 1%
"Purpura 0% 2% 1% 0% 0%
Metabolic and Nutritional Disorders

Weighp_deg;ease i 0% . 1% 2% 0% 1%
Skin and Appendages Disorders

Sweating 2% 2% 8% 11% 12%
Rash 3% 1% 2% 3% 0%
Pruritis 1% 1% 2% 2% 2%

Dry skin 0% 0% 0% 0% 2%
Vision disorders

Conjunctivifis 1% 0% 1% 2% 1%
Vision abnormal 0% 2% 0% 2% 3%
Xerophthalmia 0% 2% 1% -l - 0%
Special senses, other .
Tinnitus 2% 0% 0% 2% 3%
Taste perversion 1% 0% 2% 2% 2%
Urinary system -

Micturition frequency 2% 1% 2% 2% 4%
Micturition disorder 1% 0% 0% 2% 1%
Urine abnormal 1% 1% 2% 0% 0%
Reproductive disorders, male

Impotence 0% 1% 0% 7% 5%
Ejaculation disorder 0% 0% 3% 2% 2%
Ejaculation failure 0% 2% 0% 2% 2%
Reproductive disorders, female

Dysmenorrhea 2% 3% 4% 3% 5%
Menorrhagia 1% 0% 2% 2% 0%

BEST POSSIBLE COPY



u?regnancy unintended 1% 0% 2% 1% 0%

"Musculo-skeletal System

"Myalgia 43 4% 5% 3% 3%
"Arthralgia 3% 1% 5% 2% 4%
"Dystonia " 0% 0% 0% 2% 0%
"Muscle weakness 0% 0% 2% 0% 0%

"Resistance mechanism disorders

"Infection 2% 3% 2% 0% 1%

f

Appendix 8.1.5.3.2

Categorical Incidence of Treatment-Emergent Adverse Events
Reported in Citalopram Patients from all Group 1 Studies
(N=4168)1,2

Cardiovascular Frequent: tachycardia, postural hypotension. Infrequent:
hypotension, edema, hypertension, angina pectoris, extrasystoles, cardiac
failure, cerebrovascular disorder, myocardial infarction, flushing,
arrhythmia, peripheral ischemia, myocardial ischemia. Rare: phlebitis,
coronary artery disorder, cardiac arrest, atrial fibrillation, bundle branch
block.

—ill o=
Central and Peripheral Nervous System Disorders Infrequent: vertigo,

extrapyramidal disorder, convulsions, hypokinesia, neuralgia, dystonia, ,
abnormal gait, ataxia. Rare : abnormal coordination, hyperesthesia, aphasia,
dementia, ptosis, stupor, generalized spasm. '

Endocrine Disorders Rare: hypothyroidism, goiter, gynecoma=tia. o
Gastrointestinal Disorders Frequent: saliva increased. Infrequent:

gastritis, gastroenteritis, eructation, stomatitis, hemorrhoids, teeth

grinding, gingivitis, esophagitis, dental abscess. Rare: colitis, gastric

ulcer, cholecystitis, cholelithiasis, duodenal ulcer, gastroesophageal reflux,

glossitis, jaundice, appendicitis, hiccups. ’ '

General Infrequent: allergic reaction, alcohol intolerance, syncope, leg
pain. Rare: abnormal crying, carpal tunnel syndrome.

Hemic and Lymphatic Disorders Infrequent: anemia, leukocytosis,
leucopenia. Rare: pulmonary embolism, hematoma, granulocytopenia,
lymphocytosis, lymphopenia, hypochromic anemia, gingival bleeding.

Metabolic and Nutritiomal Disorders Fregquent: increased weight.
Infrequent: increased hepatic enzymes, thirst, dry eyes, increased alkaline



phosphatase, abnormal glucose tolerance. Rare: bilirubinemia, hypokalemia,
obesity, hypoglycemia, dehydration.

Musculoskeletal System Disorders Infrequent: arthritis, skeletal pain,
fracture. Rare: bursitis.

Peychiatric Disorders Frequent: amnesia, apathy, suicide attempt.
Infrequent: manic reaction, increased libido, aggressive reaction, drug
dependence, depersonalization, euphoria, hallucination, psychotic depression,
neurosis, delusion, paranoid reaction, emotional lability, drug abuse, panic
reaction, psychosis. Rare: catatonic reaction, hysteria, melancholia.

Reproductive Disorders/Female3 Freguent: vaginitis, amenorrhea, menstrual
1rregular1ty, premenstrual tension. Infrequent: galactorrhea, breast
neoplasm, breast pain, uterine disorder, premenstrual syndrome, salpingitis,
breast enlargement, vaginal hemorrhage, pelvic inflammation.

Reproductive Disorders/Male! Infrequent: prostatic disorder, perineal
pain.

Respiratory System Disorders Infrequent: pneumonia. Rare: asthma,
laryngitis, sinus congestion, pneumonitis, sputum increased, hyperventilation.

Skin and Appendages Disorders Infrequent: photosensitivity reaction,
urticaria, acne, skin discoloration, eczema, alopecia, dermatitis, psoriasis.
Rare: hypertrichosis, injection site reaction, decreased sweating, melanosis,
keratitis, cellulitis, pruritus ani, verruca.

—l o =T . .
Special -Senses Frequent: accommodation abnormal. Infrequent: earache,
otitis media, eye pain. Rare: mydriasis, photophobia, diplopia, abnormal

lacrimation, cataract, taste loss, otitis externa, decreased hearing.

Urinary System Disorders - Freqguent: polyuria. Infrequent: urinary tract
infection, urinary incontinence, urinary retention, cystitis+— dysuria. Rare:
hematuria, oliguria, pyelonephritis, renal calculus, renal pain.

1A11l events are included except those already listed in Appendix 8.1.5.3.1,
those occurring in only one patient, and those reported in terms so general as
to be uninformative.

2 Events are categorized by body system and listed in order of decreasing
frequency according to the following definitions: frequent adverse events are
those occurring on one or more occasions in at least 1/100 patients:
infrequent adverse events are those occurring in less than 1/100 patients but
at least 1/1000 patients; rare events are those occurring in fewer than 1,/1000
patients.

3Based on female subjects; n=2784; 4Based on male subjects; n=1384
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e ——— S —— et ——r e e —pee————ei
e ———— —— — ——————

bicarbonate, BUN, creatinine, glucose, calcium,
phosphorus, uric acid, alkaline phosphatase, GGT,
LDH, AST, ALT, total bilirubin, triglycerides,
cholesterol, total protein, albumin)

Hematology (hematocrit, hemoglobin, WBC count with
differential)

Urihalysis (specific gravity, protein, glucose,
occult blood, ketones, bilirubin, microscopic WBC
and RBC, casts)

Laboratory Assessments in the Group 1 Short-Term, Placebo-
Controlled Studies

Study Assessments Fregquency
85a Chemistry (sodium, pétassium, chloride, Baseline,

weeks 1, 2, 3,
4

alkaline phosphatase, ALT, AST, GGT, total
bilirubin, albumin)

Hematology (hematocrit, hemoglobin, WBC count with
differential, platelets, ESR, MCV)

91206 Chemistry (sodium, potassium, chloride, BUN, Screening,
creatinine, glucose, calcium, uric acid, alkaline weeks 2, 6
phosphatase, AST, ALT, total bilirubin,
cholesterol, total protein, albumin)

Hematology (hematocrit, hemoglobin, WBC count with
differential, platelets)

Urinalysis (color, appearance, specific gravity,
pH, nitrite, bilirubin, urobilinogen, WBC and RBC
counts, leucocyte esterase,)

86A Chemistry (sodium, potassium, chloride, BUN, Baseline, _
creatinine, glucose, calcium, uric acid, alkaline weeks 1, 2, 3,
phosphatase, ALT, AST, GGT, LDH, total bilirubin, 4
cholesterol, triglycerides, total protein, -
albumin)

Hematology (hematocrit, hemoglobin, WBC count with
differential, platelets, MCV, MCH, MCHC) —_—
- Urinalysis (specific gravity, glucose, protein)

87A Chemistry (sodium, potassium, chloride, Baseline,
phosphorus, bicarbonate, BUN, creatinine, glucose, |weeks 1, 2, 3,
calcium, uric acid, alkaline phosphatase, ALT, 4, 6
AST, GGT, LDH, total bilirubin, cholesterol,
triglycerides, total protein, albumin) h
Hematology (hematocrit, hemoglobin, WBC count with
differential, platelets)

Urinalysis (specific gravity, glucose, protein,
ketones, bilirubin, occult blood, WBCs, RBCs,
casts)
86141 Chemistry (sodium, potassium, creatinine, glucose, | Baseline,

weeks 2, 6




89303 Chemistry (sodium, potassium, BUN, creatinine, Baseline,
alkaline phosphatase, ALT, AST, bilirubin, total weeks 3, 6
protein, albumin)

Hematology (hematocrit, hemoglobin, RBC count, WBC
count, platelets)

89306 Chemistry (sodium, potassium, chloride, Baseline,
phosphorus, bicarbonate, BUN, creatinine, glucose, | week 6

bﬁ calcium, uric acid, alkaline phosphatase, ALT,
AST, GGT, LDH, total bilirubin, cholesterol, total
protein, albumin)
Hematology (hematocrit, hemoglobin, RBC count, WBC
count with differential, platelets, ESR, MCV)

9I202 . | Chemistry (sodium, potassium, chloride, BUN, Baseline,
creatinine, glucose, calcium, uric acid, CPK, weeks 6, 8
alkaline phosphatase, ALT, AST, GGT, LDH, total
bilirubin, cholesterol, triglycerides, total
protein, albumin)

Hematology (hematocrit, hemoglobin, RBC count, WBC
count with differential, platelets, MCV)
—— =

Thppendix 8.1.6.3.1.1:
Visit in Serum Chemistry Values

Mean Change £from Baseline to Last On-~Drug
in Group 1 Placebo-Controlled

Studies
(Cutoff Date: October 1, 1996)
Citalopram Plagabo. - -

Parameter N Meangs, ‘Mean Agy, N Meang;, Mean Agy
Renal
Creatinine ‘ 1069 0.9 -0.00 457 .0 -0.00
(mg/dil) -
BUN/(mg/dl) 986 13.0 -0.24 413 13.5 -0.00
Potassium 949 4.3 0.03 394 4.4 0.07
(mmol/1)
Sodium (mmol/1l) 992 141 0.5 416 141 0.4
Liver
AST (U/L) 1007 24 0.0 425 25 0.2
ALT(U/L) 941 23 0.4 386 25 1.5
Alk phosphatase 1075 104 1.0 461 104 2.0
((u/L)
LDH (U/1) 129 124 -5.6 110 110 -5.8
Bilirubin 1073 0.6 -0.02 462 0.6 0.01~*
(total) (mg/dl)




- s

[eer (/1)

452 24 2.9 244 22 2.5
H}lbumin (g/dl) 1077 4.5 0.06 464 4.5 0.05
Globulin (g/dl) 509 2.5 0.03 161 2.5 0.02
Protein (total) 971 7.2 0.10 408 7.2 0.07
(g/dl) T
IOther
Calcium (mg/dl) 904 9.6 0.13 367 9.6 0.06*
Chloride 842 106 0.3 342 106 0.2
(mmol/1)
Cholesteroi- 790--- 211 -~ 0.5 309 212 1.5
(mg/dl)
Triglycerides 351 155 1.8 189 158 3.0
(mg/41)
Glucose (mg/dl) 806 90 1.0 314 920 -0.7
Uric acid 791 5.0 0.16 308 5.0 0.01+
(mg/dl)

*Statistically significant mean changes from baseline as compared with placebo

{p<0.05 on t-test)

Visit

Appendix 8.1.6.3.1.2:

Mean Change from Baseline to Last On-Drug

—lT T

in Hematdlogy values in Group 1 Placebo-Controlled Studies

(Cutoff Date: October 1, 1996) “
Citalopram Placebo
Parameter N Meang;, Mean Agp, N Meang, Mean Agy,

Hemoglobin 1071 14.3 0.18 459 14 .4 0.20
(g/dl)

Hematocrit 1007 43 0.7 424 43 0.7
(PCV) (%)

RBC count 960 4.7 0.07 356 4.7 0.04
(106/mm3)

MCV (f1) 956 91 0.1 354 91 0.1
MCH (pg) 870 30 -0.1 305 30 -0.0
MCHC (g/dl) 848 34 -0.1 294 33 -0.1
WBC count 1070 7.3 0.33 459 7.1 0.19
(103 /mm3)

Eosinophils 833 0.2 -0.00 336 0.2 0.00
(103/mm3)




*Statistically signifi

(p<0.5 on t-test)

Appendix 8.1.6.3.1.3:

Mean Change from Baseline to Last On-Drug

Neutrophils 761 4.5 0.20 257 4.3 0.10
(103/mm3)
Platelets 953 272 5.3 356 263 ~0.6*
(103/mm3)

cant mean changes from baseline as compared with placebo

Potentially Clinically

Significant Change

Vigsit in Urinalysis in Group 1 Placebo-Controlled Studies (Cutoff
Date: October 1, 1996)
Citalopram Placebo
" paraméter N Meang;, Mean Agg, N Meang;, Mean Agg,
Specific gravity 537 1.019 -0.001 216 1.020 0.000
Appendix 8.1.6.3.2.1: Criteria for 1Identifying Patients with

in Clinical Chemistry

Analytes
Analyte Unit Criteria

Renal

Creatinine mg/dL > 2

BUN mg/dL > 30 ——c oo -

Potassium mmol/L < 3.0 or > 5.5

Sodium mmol/L < 130 or > 150

Liver

AST "U/L > 3 x ULNT

ALT U/L > 3 x ULN

Alkaline phosphatase U/L > 3 x ULN

LDH U/L > 3 x ULN

Bilirubin (total) mg/dL > 2

GGT U/L > 3 x ULN

Albumin g/dL < 2.5

Globulin g/dL < 0.5 x LLN or > 2 x ULN

Protein (total) g/dL < 0.9 x LLNor > 1.1 %
ULN

Other

Calcium mg/dL < 7 or > 12




Chloride mmol/L < 0.9 x LLN or >1.1 x
ULN

Cholesterol mg/dL > 300

Triglycerides mg/dl > 300

,Glucose .. mg/dL < 50 or > 250

lUric acid, male mg/dL > 10.0
"Uric acid, female mg/dL > 8.0

S e T —

Appendix 8.1.6.3.2.2:

4_—“—_——-“—“——_——_“*

Criteria for Identifying Patients
Potential{x Clinical;y Significant Change

with

in Hematology Analytes

Analyte Unit Criteria
Hematocrit PCV (%) < 0.9 x LLN
Hemoglobin g/dl < 0.9 x LLN
RBC count 106/mm3 < 0.9 x LLN; > 1.1 x ULN
MCV f1 < 0.8 x LLN; > 1.2 x ULN
MCH Pg < 0.8 x LLN; >1.2 x ULN
MCHC g/dl < 0.8 x LLN; >1.2 x ULN
WBC count 103/mm3 < 2.5; > 15.0
Eosinophils 103/mm3 > 0.7 —il ooy
Neutrophils 103/mm3 < 1.0
Platelets 103/mm3 < 75; > 700
Appepdix 8.1.6.3.2.3: Criteria for Identifying Patiézﬁs
with Potentially Clinically Significant Change in
Urinary Analytes

Analyte Criteria i

Protein Not negative ,
Glucose Not negative
Blood Not negative

Specific gravity

> 1.1

.
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Appendix 8.1.6.3.2.4: Incidence of Potentially Clinically
Significant Changes in Serum Chemistry vValues in Group 1
Placebo-Controlled, 8Short-Term Studies

(Cutoff Date: October 1, 1996)

Citalopram Placebo
Parameter & PCS | Total ""Abnormal Total Abnormal
criteria . N # % N o# %
Renal "
Creatinine -H 1069 2 0.2 457 0 0.0 "
BUN -H 986 2 0.2 413 1 0.2 "
Potas$ium T, 949 7 |0 0.0 394 0 0.0
Potassium -H 949 10 1.1 394 9 2.3
Sodium -L 992 3 0.3 416 0 0.0
Sodium -H 992 1 0.1 416 2 0.5
Liver
AST -H 1007 4 0.4 425 1 0.2
ALT -H 941 3 0.3 386 1 0.3
Alk phosphatase - | 1075 0 0.0 461 0 0.0
H
LDH -H ) 129 0 0.0 110 0 okl
Bilirubin (total) | 1073 2 0.2 462 3 0.6
-H K
GGT -H - | 452 7 1.5 244 4 1.6
Albumin -L 1077 0 0.0 464 0 10.0
Globulin -L 509 0 6.0 161 0 0.0
Globulin -H 509 0 0.0 161 0 0.0
Protein (total) - | 971 4 0.4 408 2 Q.S
L
Protein (total) - | 971 0 0.0 408 1 0.2
H
Other
Calcium -L 904 1 0.1 367 1 0.3
Calcium -H 904 0 0.0 367 0 0.0
Chloride -L 842 0 0.0 342 0 0.0
Chloride -H 842 0 0.0 842 0 6.0

BEST POSSIBLE COPY



Cholesterol -H 790 33 4.2 309 13 4.2
Triglycerides -H 351 37 10.5 189 24 12.7
Glucose -L 806 9 1.1 314 1 0.3
Glucose -H 806 2 0.2 314 0 0.0
Uric acid (F) -H 481 5° 1.0 159 0 0.0
Uric acid (M) -H 310 1 0.3 149 1 0.7

%
Appendix 8.1.6.3.2.5: Incidence of Potentially Clinically
Significant Changes in Hematology Values in Group 1
Placebo-Controlled, Short-Term Studies

(Cutoff Ddte: October 1, 1996)

Citalopram Placebo

Parameter & PCS | Total Abnormal Total Abnormal
criteria N # % N # %
Hemoglobin -L 1071 14 1.3 459 10 2.2
Hematocrit -L 1007 18 1.8 424 9 2.1
RBC count -H 960 3 0.3 356 0 0.0
RBC count -L 960 22 2.3 356 5 1.4
MCV -L 956 1 0.1 354 0 6.0
MCV -H 956 0 0.0 354 0 o0
MCH -L 870 1 0.1 305 0 0.0
MCH -H 870 0 0.0 305 0 0.0
MCHC -L 848 1 0.1 294 0 0.0
MCHC -H 848 0 0.0 294 0 0.0
WBC count -L 1070 4 0.4 458 1 0.2
WBC count -H 1070 9 0.8 459 6 1.3
Eosinophils -H 833 14 1.7 336 3 0.9
Neutrophils -L 761 2 0.3 257 0 0.0
Platelets -L 953 1 0.1 356 0 0.0
Platelets -H 953 |0 0.0 356 0 0.0

BEST POSSIBLE COPY



(Cutoff Date:

Appendix 8.1.6.3.2.6:

Incidence of Potentially Clinically
Significant Changes in Urinalysis Results in Group 1
Placebo-Controlled,

Short-Term Studies
October 1, 1996)

%

citalopram Placebo
Parameter & PCS | Total | Abnormal Total Abnormal
criteria. N # % N # %
Protein 540 199 36.9 215 66 30.7
Glucose 539 18 3.3 216 5 2.3
Blood 433 76 17.6 115 12 10.4

BEST POSSIBLE COPY
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Appendix 8.1.6.3.4:

M—._—_._.._.l
Citalopram Withdrawals

Due to Hematology

Appgn§§x .911.7
Term,

.1

Abnormalities
Study Patien | Dose Study day | Hemoglo- Hemato- Reason for
t (mg/day) bin crit Withdrawal
(g/dL) (%)
91206 603 60 - Anemia
| ]
» o~ RS

vital Sign . Assessments in the Group 1 Short-
Placebo-Controlled Studies

Study Assessments Frequency
85Aa Supine and standing blood pressure and pulse Baseline,
weeks 1, 2, 3,
Weight 4
Baseline, week
4
91206 Sitting blood pressure and pulse Baseline,
Weight weeks 1-6
86A Supine and standing blood pressure and pulse Baseline,
weeks 1, 2, 3,
) Weight Lo oot B
Baseline, week
4 *
87Aa Supine and standing blood pressure and pulse Baseline,
weeks 1, 2, 3,
1476
86141 Supine and standing blood pressure and pulse Baseline,
weeks 2, 4, 6
91202 Supine and standing blood pressure and pulse Baseline, week
8




Controlled

Studies; Cutoff date:

_—-r_%
Appendix 8.1.7.3.1:

Mean Change from Baseline to Last On-

October 1, 1996

Dosing Vital 8ign Assessment in Group 1 Short-term Placebo-

Parameter Citalopram Piacebo
N Mean Mean N Mean Mean
Base-~ Change Base- Change
L line line
H
Systolic BP, 529 117.7 -1.6 135 114.8 0.8 *
sitting {mmHg)
Diastolic BP, 529 76.5 ~1.0 135 75.2 -0.6
sitting (mmHg) - o
Pulse, sitting 528 75.3 -2.2 134 72.6
(bpm) 1.7 *
Systolic BP, 450 128.8 -2.8 239 127.8 -1.9
standing {(mmHg)
Diastolic BP, 450 82.3 -1.9 239 82.5 -1.6
standing (mmHg)
Pulse, standing 446 79.3 -2.4 238 79.0
(bpm) 1.6 *
Systolic BP, 462 130.9 -3.8 243 128.6 -1.8
supine (mmHg)
Diastolic -BP, 462 79.8 -1.6 243 80.5 -1.9
supine (mmHg) -
Pulse, supine 460 74.2 -2.6 243 74.3 0.5 *
(bpm)
Weight (kg) 957 73.7 -0.4 359 71.7 -0.1*

*Statistically significant mean changes from baseline as compared to placebo

(p<0.05 on t-test)




Appendix 8.1.7.3.2.1:

Criteria for Identifying vVital Sign
Changes of Potential Clinical Significance

Variable Criteria
Systolic Blood Pressure Increase of 2 20 mmHg and BP 2 180
mmHg
OR
Decrease of 2 20 mmHg and BP £ 90
mmHg
Diastolic Blood Pressure Increase of 2 15 mmHg and BP 2 105
mmHg
OR
B Decrease of 2 15 mmHg and BP < 50
_ . - Hg
Pulse Increase of 2 15 bpm and rate 2 120
bpm
OR
Decrease of 2 15 bpm and rate £ 50
bpm
Weight Change of 2 7% body weight

RS




—

I App

endix 8.1.7.3.2.2 Proportion of Patients with Vital Sign

Changes of Potential Clinical Significance for Group 1 Short-Term "

Placebo-Controlled Studies; Cutoff: October 1, 1996
Citalopram Placebo "
Parameter Total |Abnormal Total Abnormal %
T SBP (standing) 450 |5 1.1 239 2 0.8 ﬁ"
ll SBP (standing) 450 7 1.6 239 2 0.8 l
lT DBP (standing) 450 2 0.4 239 3 1.3 l
! DBP (standing) 450 0 0.0 239 0 0.0
T Pulse (standing) 446 1. 0.2 238 1 0.4
l Pulse (standing) 446 1 0.2 238 1 0.4
T SBP (sitting) 529 0 0.0 135 0 0.0
! sBP (sitting) 529 5 0.9 135 2 1.5
T DBP (sitting) 529 1 0.2 135 0 0.0
! DBP (sitting) 529 11 2.1 135 1 0.7
T Pulse (sitting) 528 2 0.4 134 0 0.0
! pulse (sitting) 528 2 0.4 134 1 0.7
T sBP (supine) 462 6 1.3 243 3 1.2
! sSBP (supine) 462 3 0.6 243 O’ <-r [ 070
T DBP (supine) 462 4 0.9 243 0 0,0
l DBP (supine) 462 0 0.0 243 0 0.0
T Pulse (supine) 460 0 0.0 243 0 0.0
l Pulse (supine) 460 2 0.4 243 1 0.4
T Weight 957 7 0.7 359 2 0.6
! Weight 957 13 1.4 359 8 2.2




Appendix 8.1.8.1: Schedule
Controlled Group 1 Studies

for ECG Recording in Five Placebo-

Study Frequency

85A Baseline, weeks 1, 2, 3, 4

91206 . Screening, weeks 2, 6

86141 Baseline, weeks 2, 6

89304 Weeks 0, 8 of Period A; Weeks 8, 24
of Period B

91203

[ e

e ——————————

Screening, weeks 6, 12

Appendix 8.1.8.3.1:
Asses sment for ECG Parameters
Controlled

Mean Change from Baseline to TILast On-Drug
in Five Group 1 PpPlacebo-

Studies (Cutoff date: October 1, 1996)
Citalopram Placebo
Parameter N Mean Mean N Mean Mean
Base- Change Base- Change
line line
PQ-interval 780 0.16 -0.001 236 0.16 -0.001
(sec)
QRS-interval 804 0.08 0.001 240 0.08 __ 0.000
—llT g .
(sec) b
QT. (sec) 797 0.41 -0.002 241 0.41 -0.000
Heart rate ] 802 69 1.7 241 68 0.0 *
T-wave amplitude 794 4.6 0.33 237 5.3 0.14

—

*p < 0.05 on t-test, mean change between citalopram and placebo.

%



Appendix 8.1.8.3.2.1:
Clinically sSignificant Changes

%
Criteria for Determining Potentially

in BCG Results

Variable

Criteria

PQ interval

> 0.24 sec

ORS interval

> 0.12 sec

QT > 0.50 sec
Sinus bradycardia < 50 bpm
Sinus tachycardia > 100 bpm

T-wave flattening

Amplitude < 2 mm

pr - -

i

%

Appendix 8.1.8.3.2.2:
of Potential Clinical Significa

Proportions

o ——————————

of Patients with ECG Changes
nce for Five Group 1 Placebo-

Controlled Studies; Cutoff date: October 1, 1996
Citalopram Placebo

Parameter N Abnor- Abnor- N Abnor- Abnor-

mal # mal % mal # mal %
PQ-interval 780 0 0.0 236 0 0.0
QORS~interval 804 16 2.0 240 2 0.8
QT. 797 9 1.1 241 lwes |--20.4 -
Sinus 802 38 4.7 241 12 5.0.
bradycardia
Sinus 802 7 0.9 241 1 0.4
tachycardia -
T-wave 794 34 4.3 237 4 1.7
flattening

APFEADS THIS WAY
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Appendix 8.2.1.3: Summary of Deaths in the Development Program
Due to Arrhythmia or Possible Arrhythmia

Study Age Dose | Time Event (s) Medical Other Meds

/Pt.# /Sex (mg) | (days) Conditions

93401 85/F | 40 46 Torsades Dementia, atrial |Digoxin,

#790 ’ fibrillation, cisapride,
recurrent antibiotics
infection,
cachexia, anemia

8213 78/M | 20 123 Loss of Dementia, h/o MI |Warfarin,

#161- - w7 - conscious- with continuing furosemide,

ness, atrial digoxin,
vent. arrhythmia, amitriptyline
fibrilla- prostate CA,

tion, cva,

possible MI bronchopneumonia

8213 49/F 20 21 Cardiac *Circulatory Dihydroergot-

#252 arrest insufficiency” amine

89422 52/M 30 65 Sudden death | No info. None.

#9 in sleep, MI

91203 83/F 40 90 Found dead Alzheimer'’s No info.

#339 in home




